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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention features a novel therapy for effecting acute 

treatment of migraine headache. The therapy involves intravenous 
administration of valproate and is equal to and in some respects 
superior to previously- known therapies for abortive treatment 
of prolonged moderate to severe acute migraine 
headache . 
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dihydroergot amine and metoclopramide for acute treatment of 
migraine headache. 

AUTHOR: Edwards K.R. ; Norton J.; Behnke M. 

CORPORATE SOURCE: Dr. K.R. Edwards, Western New England Pain Center, 

Southwestern Vermont Medical Center, 140 Hospital Drive, 
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ISSN: 0017-8748 CODEN: HEADAE 
COUNTRY: United States 

DOCUMENT TYPE: Journal; Article 

FILE SEGMENT: 008 Neurology and Neurosurgery 
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03 8 Adverse Reactions Titles 

LANGUAGE : Engl i sh 

SUMMARY LANGUAGE: English 

AB Objective - To determine the effectiveness and tolerability of intravenous 
valproate for the acute treatment of migraine headache with or 
without aura (International Headache Society diagnostic criteria 1.1 and 
1.2) compared with intramuscular metoclopramide 10 mg followed 10 minutes 
later by intramuscular dihydroergotamine 1 mg. Background - Divalproex 
sodium is approved for prophylaxis of migraine headache. We studied the 
possible effectiveness of intravenous sodium valproate for the 
treatment of acute migraine headache 

. Valproate offers a treatment option for patients with migraine 
who recently have used a triptan or dihydroergotamine, theoretically 
avoiding the risk of drug interactions or cardiovascular complications. 
Design/Methods - In an open-label randomization, patients with an 
established diagnosis of migraine with or without aura were administered 
either intravenous valproate or intramuscular dihydroergotamine with 
metoclopramide to treat moderate-to-severe migraine headache of 
24 to 96 hours' duration. Forty patients alternately received either 500 
mg intravenous valproate or 10 mg metoclopramide intramuscularly followed 
by 1 mg dihydroergotamine. Patients rated severity of headache and the 
presence or absence of nausea, photophobia, or phonophobia at baseline, 
and at 1, 2, 4, and 24 hours. Results - With intravenous valproate, 50% of 
patients reported headache improvement from moderate or severe to none or 
mild at 1 hour following treatment, 60% reported such 

improvement at 2 hours, 60% at 4 hours, and 60% at 24 hours. Corresponding 
improvement rates for dihydroergotamine were 45% at 1 hour, 50% at 2 
hours, 60% at 4 hours, and 90% at 24 hours. Intravenous valproate and 
intramuscular dihydroergotamine provided similar relief from associated 
migrainous symptoms (nausea, photophobia, and phonophobia) during the 
first 4 hours following treatment. While none of the patients 
who received intravenous valproate experienced drug-related side effects 
during treatment, 15% of patients who took dihydroergotamine 
experienced one or more episodes of nausea and diarrhea during the first 4 
hours of treatment. Conclusions - Intravenous valproate is 
similar in effectiveness to dihydroergotamine/metoclopramide as abortive 
therapy for prolonged moderate -to -severe acute migraine 
headache. Although the results were not statistically significant 
(P=.3635), intravenous valproate appears to offer a safe, effective, and 
well-tolerated treatment for patients with acute migraine. 

Relative to dihydroergotamine/metoclopramide , however, headache relief was 
not as likely to be sustained at 24 hours as with intravenous valproate. 
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AB Objective - To determine the effectiveness and tolerability of intravenous 
valproate for the acute treatment of migraine headache with or 
without aura (International Headache Society diagnostic criteria 1.1 and 
1.2) compared with intramuscular metoclopramide 10 mg followed 10 minutes 
later by intramuscular dihydroergotamine 1 mg . Background - Divalproex 
sodium is approved for prophylaxis of migraine headache. We studied the 
possible effectiveness of intravenous sodium valproate for the 
treatment of acute migraine headache 

. Valproate offers a treatment option for patients with migraine 
who recently have used a triptan or dihydroergotamine, theoretically 
avoiding the risk of drug interactions or cardiovascular complications. 
Design/Methods - In an open-label randomization, patients with an 
established diagnosis of migraine with or without aura were administered 
either intravenous valproate or intramuscular dihydroergotamine with 
metoclopramide to treat moderate-to-severe migraine headache of 
24 to 96 hours' duration. Forty patients alternately received either 500 
mg intravenous valproate or 10 mg metoclopramide intramuscularly followed 
by 1 mg dihydroergotamine. Patients rated severity of headache and the 
presence or absence of nausea, photophobia, or phonophobia at baseline, 
and at 1, 2, 4, and 24 hours. Results - With intravenous valproate, 50% of 
patients reported headache improvement from moderate or severe to none or 
mild at 1 hour following treatment, 60% reported such 

improvement at 2 hours, 60% at 4 hours, and 60% at 24 hours. Corresponding 
improvement rates for dihydroergotamine were 45% at 1 hour, 50% at 2 
hours, 60% at 4 hours, and 90% at 24 hours. Intravenous valproate and 
intramuscular dihydroergotamine provided similar relief from associated 
migrainous symptoms (nausea, photophobia, and phonophobia) during the 
first 4 hours following treatment. While none of the patients 
who received intravenous valproate experienced drug-related side effects 
during treatment, 15% of patients who took dihydroergotamine 
experienced one or more episodes of nausea and diarrhea during the first 4 
hours of treatment. Conclusions - Intravenous valproate is 
similar in effectiveness to dihydroergotamine/metoclopramide as abortive 
therapy for prolonged moderate-to-severe acute migraine 
headache. Although the results were not statistically significant 
(P=.3635), intravenous valproate appears to offer a safe, effective, and 
well -tolerated treatment for patients with acute migraine. 

Relative to dihydroergotamine/metoclopramide, however, headache relief was 
not as likely to be sustained at 24 hours as with intravenous valproate. 
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TI Comparison of intravenous valproate versus intramuscular dihydroergotamine 

and metoclopramide for acute treatment of migraine headache. 
AU Edwards K.R.; Norton J.; Behnke M. 

CS Dr. K.R. Edwards, Western New England Pain Center, Southwestern Vermont 
Medical Center, 140 Hospital Drive, Bennington, VT 05201, United States 

SO Headache, (2001) 41/10 (976-980) . 
Refs: 18 

ISSN: 0017-8748 CODEN: HEADAE 
CY United States 
DT Journal; Article 

FS 008 Neurology and Neurosurgery 

03 7 Drug Literature Index 

038 Adverse Reactions Titles 

LA English 
SL English 

AB Objective - To determine the effectiveness and tolerability of intravenous 
valproate for the acute treatment of migraine headache with or 
without aura (International Headache Society diagnostic criteria 1.1 and 
1.2) compared with intramuscular metoclopramide 10 mg followed 10 minutes 
later by intramuscular dihydroergotamine 1 mg. Background - Divalproex 
sodium is approved for prophylaxis of migraine headache. We studied the 
possible effectiveness of intravenous sodium valproate for the 
treatment of acute migraine headache 

. Valproate offers a treatment option for patients with migraine 
who recently have used a triptan or dihydroergotamine, theoretically 
avoiding the risk of drug interactions or cardiovascular complications. 
Design/Methods - In an open-label randomization, patients with an 
established diagnosis of migraine with or without aura were administered 
either intravenous valproate or intramuscular dihydroergotamine with 
metoclopramide to treat moderate-to-severe migraine headache of 
24 to 96 hours' duration. Forty patients alternately received either 500 
mg intravenous valproate or 10 mg metoclopramide intramuscularly followed 
by 1 mg dihydroergotamine. Patients rated severity of headache and the 
presence or absence of nausea, photophobia, or phonophobia at baseline, 
and at 1, 2,4, and 24 hours. Results - With intravenous valproate, 50% of 
patients reported headache improvement from moderate or severe to none or 
mild at 1 hour following treatment, 60% reported such 

improvement at 2 hours, 60% at 4 hours, and 60% at 24 hours. Corresponding 
improvement rates for dihydroergotamine were 45% at 1 hour, 50% at 2 
hours, 60% at 4 hours, and 90% at 24 hours. Intravenous valproate and 
intramuscular dihydroergotamine provided similar relief from associated 
migrainous symptoms (nausea, photophobia, and phonophobia) during the 
first 4 hours following treatment. While none of the patients 
who received intravenous valproate experienced drug-related side effects 
during treatment, 15% of patients who took dihydroergotamine 
experienced one or more episodes of nausea and diarrhea during the first 4 
hours of treatment. Conclusions - Intravenous valproate is 
similar in effectiveness to dihydroergotamine/metoclopramide as abortive 
therapy for prolonged moderate -to -severe acute migraine 
headache. Although the results were not statistically significant 
(P=.3635), intravenous valproate appears to offer a safe, effective, and 
well -tolerated treatment for patients with acute migraine. 

Relative to dihydroergotamine/metoclopramide, however, headache relief was 
not as likely to be sustained at 24 hours as with intravenous valproate. 
CT Medical Descriptors: 

♦migraine: DT, drug therapy 
♦headache: DT, drug therapy 
drug efficacy 
drug tolerability 
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photophobia 
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drug safety- 
human 
male 
female 

clinical article 

clinical trial 

randomized controlled trial 

controlled study 
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aged 
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article 

priority journal 
Drug Descriptors : 

*valproic acid: AE, adverse drug reaction 
♦valproic acid: CT, clinical trial 
♦valproic acid: CM, drug comparison 
♦valproic acid: DT, drug therapy 

♦valproic acid: IV, intravenous drug administration 
♦dihydroergotamine : AE, adverse drug reaction 
♦dihydroergotamine : CT, clinical trial 
♦dihydroergotamine: CM, drug comparison 
♦dihydroergotamine: DT, drug therapy 

♦dihydroergotamine: IM, intramuscular drug administration 
♦metoclopramide : AE, adverse drug reaction 
♦metoclopramide : CT, clinical trial 
♦metoclopramide: CM, drug comparison 
♦metoclopramide: DT, drug therapy 

♦metoclopramide: IM, intramuscular drug administration 
RN (valproic acid) 1069-66-5, 99-66-1; (dihydroergotamine) 

511-12-6; (metoclopramide) 12707-59-4, 2576-84-3, 364-62-5, 7232-21-5 
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